the great extent to which these drugs are prescribed in medical practice (Institute of Medicine, 1979; Solomon et al., 1979). A conservative estimate is that 8,000 tons of benzodiazepines were consumed in the United States in 1977. For some years, benzodiazepine antianxiety drugs have been the most widely prescribed of all drugs. Can a deeper understanding of the mechanism of action of such drugs clarify the psychobiology of anxiety and related stress responses?
In the late 1970s, investigators discovered highly specific binding sites in the brain for benzodiazepines (Braestrup and Squire, 1978). Techniques developed earlier for opiate receptors were used to show that binding occurred with several benzodiazepines and that the binding sites were specific for this class of drugs. Moreover, there was a close parallel between the binding affinity of different benzodiazepines and their therapeutic potencies. Further research has suggested a link between the anatomical distribution of benzodiazepine receptors and the pharmacological effects of these drugs (Tallman et al., 1978). Particularly high concentrations are found in portions of the limbic system involved in regulation of emotional responses.
Behavioral, electrophysiological, pharmacological, and biochemical evidence now indicates that the benzodiazepines act at specific receptor sites differentially distributed in the brain (Tallman et al., 1978). The benzodiazepine receptor interacts with a receptor for the major inhibitory neuror-egulator gamma-aminobutyric acid (GABA), enhancing its inhibitory properties. These receptors also may interact with an endogenous benzodiazepine-like substance, but this has yet to be isolated. Recent research suggests that these receptors have two recognition sites: one for benzodiazepines and another for GABA. Their interaction is currently being analyzed. This work has stimulated the development of new measurement tools that are useful clinically and for basic research. The search for an endogenous antianxiety substance is a matter of great interest for fundamental behavioral biology and for clinical medicine.
Individual Differences in Vulnerability to Stress
Everyone is exposed to stressful experiences; yet for any noxious agent (biological or psychosocial), individuals can have markedly different responses. Pertinent genetic and environmental influences are beginning to be understood, and studies of such factors will deserve attention in the years ahead, especially in view of the advances occurring in genetics. Applications of these advances to human problems are increasing sharply.ations for development of more effective drugs in treatment of cardiovascular disorders (Frishman, 1981).
